(l2)1#»l3a*ftjftfc*-S^X^III**LfcH»U« 



(i9)tt*»nRr**M 

(43) HBS^BBB 
2004 ^10 ft 14 B (14.10.2004) 




PCT 



nun ii 1 1 ii ii ii mi ii nun iii ii iii 

(10) BRg^BBM 
WO 2004/087763 Al 



(51) mffimwm 7 : C07K 16/28, 

C12N 15/62, A61K 39/395, A61P 1/04, 1/16, 3/10, 5/14, 
7/00, 7/04, 7/06, 11/06, 15/08, 17/00, 17/06, 21/04, 25/00, 
27/02, 29/00, 35/00, 35/02, 37/02, 43/00 



(21) I^aif^: 

(22) UfgaiJSiS: 

(25) mmihmomm: 

(26) IIH*£tM0)«Si: 



PCT/JP2004/004696 
2004 *F3 fl31 B (31.03.2004) 

0*!5 



(30) 

*#M2003-096950 2003 ^31 B (31.03.2003) JP 



(71) 



(72) 
(75) 



W«A f*H*l*<£T(D»£Hfcoi*T;: * 
HM^ftit^tt (CHUGAI SEIYAKU KABUSHIKI 
KAISHA) [JP/JP]; =r 1158543 JKHaUfcESM 5 TB 
5f 1§ Tokyo (JP). 

«M#/fflllHA f*Hfcoi\Ta>^;: ±IK$ 
(TSUCHIYA, Masayuki) [JP/JP]; t 4120038 If I^HA^H 

Shizuoka (JP). *W 1MB (KIMURA, Naoki) [JP/JP]; T 
3004101 SttBK»Btr*tt*# 1 5 3 #tt!l 2 * 
Ibaraki (JP). ffiBB (FUKUDA, 



Tatsuya) [JP/JP]; T4120038 if I^WfflSSJirtTi&JF'l 1 T 
§ 1 3 5#tfj ^nSSSttiC^art Shizuoka (JP). 

(74) ftSA: 3t*t05£, H(SHIMIZU,Hatsushietal.); T 
3000847 f?tSW:±;SmSnfflT 1-1-1 IHtfco < If t£ 
il/6Pg Ibaraki (JP). 

(81) »ffiHr««a>«i:l*»y, ±T(D«Ba>Hl*i«H*< 
pT*U: AE, AG, AL, AM, AT, AU, AZ, BA, BB, BG, BR, 
B W, BY, BZ, CA, CH, CN, CO, CR, CU, CZ, DE, DK, DM, 
DZ, EC, EE, EG, ES, FI, GB, GD, GE, GH, GM, HR, HU, 
ID, IL, IN, IS, JP, KE, KG, KP, KR, KZ, LC, LK, LR, LS, 
LT, LU, LV, MA, MD, MG, MK, MN, MW, MX, MZ, NA, 
NI, NO, NZ, OM, PG, PH, PL, PT, RO, RU, SC, SD, SE, 
SG, SK, SL, SY, TJ, TM, TN, TR, TT, TZ, UA, UG, US, 
UZ, VC, VN, YU, ZA, ZM, ZW. 

(84) »SB(«S(06L^y, £T(D««(Dj£J*«Rj&t 
rTS^: ARIPO (BW, GH, GM, KE, LS, MW, MZ, SD, SL, 
SZ, TZ, UG, ZM, ZW), 1-7V7 (AM, AZ, BY, KG, 
KZ, MD, RU, TJ, TM), 3 — □ V / i (AT, BE, BG, CH, CY, 
CZ, DE, DK, EE, ES, EI, FR, GB, GR, HU, IE, IT, LU, MC, 
NL, PL, PT, RO, SE, SI, SK, TR), OAPI (BF, BJ, CF, CG, 
CI, CM, GA, GN, GQ, GW, ML, MR, NE, SN, TD, TG). 

QtPCTiSM v h(D#I>fc»«**tT^* rzi- Kt«H 



(54) Title: MODIFIED ANTIBODY AGAINST CD22 AND UTILIZATION THEREOF 
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(57) Abstract: Based on the sequencial data of two anti-CD22 antibodies having been published, CD22 diabodies in which variable 
regions of the heavy chain and the light chain are bonded together via a 5mer linker are constructed. These 2 diabodies are examined 
in binding to lymphoma cells and activity of inducing cell death (apoptosis). As a result, it is found out that both of these diabodies 
bind to a Raji celle (i.e., a B lymphoma cell line) and have an activity of inducing apoptosis in the Raji cell and a Daudi cell which 
is also a B lymphoma cell line. These results indicate that degraded antibodies recognizing CD22 are usable as apoptosis inducers 
in tumor cells such as lymphocyte cells. 



S (57)K«l: HfC^H*nT^*-«*<DftCT>22ft(*<DEW1«**ti:fC, li t ^M(D^I^^HK^5mer(7) 'J - 
O ^SIIS*#fcCT22didK)dy***L^*LffttLfco lfMLfc2«(DdiabodyfCOl^-C, »J >/^ffifflJ3SfC »f Zfe&S.Zfm 
Jfe*E (TtKI vX) RW?Stt(Z)«*t*ffo fctt*. ^ft &diabody*<l*mtiB 'J >/^IHBJJ&*-Cfc*Raji<BJJ&fz 

Ott^U $t>fC, l*rft*RajilBttfc«fctflW^ 
^ Lfc JSl±(DttJ|f4, cm2*B«*-*tttt<Dffi#^bjatt*< U >/^B*lft«:if (DB*lBlftfc» 
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wmm 

5 im^w 

Jfmm fi> CD22 Sr««-t- 5 trift:^©^^*^ o 

§ c ^fc, cD22fi, 3tj«$i/iu-:fc^-c, m* ftBmmk&ikm, jstty ^ffiHB 

- ✓ 

5) o 

15 3tlk^ffi*^*3ft6CD22fe ! L#:(D^Jffl(cMU-r«, t Mb£ftfc&OT22#L#:ftir 

2) o L£>L&^^ fetCD22fet#:^T^ b — V^flSififfi 

— ®1jT©tfcCD22^:ft:-t?W:«8»b^«C* i o/ty ^^iMft-efe^Daudi^^j- 
20 i-^ti»P$lJgtl^:^ N ^CD22^^$g^jTMb^{-cross-linki-§r.^-C\ B 

CD22^^tP^S(D^^^j-i-atrLf* (IgG, Fc^^H; ^Fab' 2) £^PXy 

25 r.n*fflv^ffiaBfWJfe©TaK iy^^WMir^m^m^^tiX^^ 
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Z.<D «t 5 £ tL7 > c^CD22$a{*^l|Jl LtlSllg©/*' h — i/^Srfl 
L fc £ O m& f S V ^ Tc/fe $ T ^ ft V \ 

C##fF3tife 1 ] ?& CURRENT RHERAPY Vol. 20 No. 1 47-50 

C^#tf :£itfe 2 ] Tedder et al. , Ann Rev Immunol 15:481-504(1997) 

C##ffF:$:fifc 3 ] Clark EA J Immunol 150:4715-4718(1993 

C#^#fF^CfSfc 4 ] Sato et al. , Immunity 5:551-562(1996) 

10 C#N#fF^Cfi^5] Li et al., Cell Immunol 118:85-99(1993) 

[#N#f^;£ii£ 6 ] Ghetie et al. , Proc. Natl. Acad. Sci. USA 94:7509-7514 (199 
7) 

[#fF3Citfc 1 ] #^2001-518930 

C#f i F»2] #^10-505231 

15 C#rp^CjSfe 3 ] W099/02567 



5-£telfc5o r^jS^^btrL^SrJpJffl LTcff fcft3t 

20 sk^mmommm^mm-r 5 - £ m & 5 „ 

0£te0©RT2M#«:5mer<Z5 y ^^--C^$^rtCD22diabodyc7)^Sia^lJ^-^^ 
-^xf&ff- U ^W^c^fTofc ()»Mc0^a^^7c36diabody}3:(iFlag-tag^#A 

«C0S7«^^AU, ^-(Di##_h?t^^, ^SftfcdiabodySrtrtFlag M2T#n 
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— 7 %mm iT77^^f-f —mm l tc 0 

^mm%-bt$, JfeVN-e, C 5 LT#b:ftfc2«(£diabody^oV^ y >v-?ffi|ffl 
5 T^t>Raji*tBlia*3«tt^|wJC<B!J >s<mmm^ch&DaudimMK7jr° h — ^7& 

mm-i- SWfeS^ iiSWWLfc, EJLh0>*gf:fcte, OT22fc|&WH-3*fc#©fe# 

SP*>, £XT(D (1) ~ (12) SrffrSf"t-5fe©T?*>5 0 

10 (1) CD22&Wflfr*-3<6#^b&ffc, 

(2) Diabody-C&S (l) fcfBttOte^fctntffc, 

(3) KT© (a) ~ (f) c75V^^(-fB«©fS^^trLf*: o 

( a ) SB?U#-J§- : 1 * it f± 3 f£fB*6<£> T 5 / BfeBB?U Sr^Tf 3 i^Hbtfc 

15 ( b ) ga^!l## : 1 * it 3 KfBife© 75/ SgK?>J >T 1 t b < tt 

7^y mm&mirz>i&5r^4bm*x»h^T, ( a ) m«B*fc©ffi#^ 

( c ) gB^J#^§- : 5 «fc TJ?IB?iJ#-S§- : 7 (DCDR© 75/ BfcBB^IJ 

20 i-sf&smttfMk, 

( d) m^m^r : 5 CDCDR*5 £ t*BS?!l#-§- : 7 (DCDR©7 5 /gfeE?!lfc:*5 
25 ( e ) @a^lJ#^§- : 9 OCDR*3<tt>*SB^J#-i- : 1 1 C9CDRCD7 5 / Stlfi^lJ^ 
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( f ) IE^IJ#^- : 9 OCDR*5«tt^iBM## : 1 1 OCDRcDT 5 S BfeBE^Jfc 

(5) <S5^f-fkdSDiabodyfbT?fe5, (4) ^fB«c©^"fe 0 

(e) mmsTtfh—^x&smfefe-z&z, (4) s^ra: (5) ^tatsco^ 

10 (7) (1) ~ (3) m^;ft,;d>fcfB4fe<Z){&#^ffc^ft:, (4) ~ (6) <D 

(8) M«ia^*J-i-5T^ h-v-^Srfl^-rS, (7) KlfE*c©T*°h- 

15 ( 9 ) lftg^»S ]} ^J1$BJ|&£ fcf* SlfiL^fflJ3S-efe6 , ( 8 ) fc|B*fe<DT 

(10) (1) ~ (3) O^-rtL^^IHgcO^^bfeif*, (4) ~ (6) 

20 (ii) K^^ J fc^j3i^-efe5 > (i o) te|B*&<0£BMf£ll o 

(12) ^M$Diabody~e&3, (7) (9) OV^*b^-fE*c<^Ttf? b 

(13) ^MSDiabody-C&S, (10) (11) ^|B^O^iM»J 0 
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10 SBMtt^M, !B^gtt7Mg> i B^gttg'J^fC^ IB^ 

^•®tW^«^>^, iBMttfifM, SBMWfi^, iBMtti-t 

s<±wm. ^m±mmm, rz?y>-m, mmmmtim, T^mm^h^m^ 

^feft*^ a^^ilQqlS. l^^^i-S^T-^ (Tedder et al. , Ann Rev Immunol 1 
5:481-504(1997)) &M$Kir& 0 
20 ^mm^^^Xi&ft^iktfifctte, ^R£rCf£ (whole andibody, MpHtwhole Ig 

&m) <D~mft&xm^x\,^#ifam}i&^^ mm^- <o^m^^x^ti\-tm 
>&i^ fi0pj^« (vh) -xnmmmmm (vu ^/v-c't^^i^tt b 

25 #U^«\ Fab N Fab' „ F(ab' )2, Fv, scFv (i/lstf/V?-^ XFv) , 

^if5r^^x#6^ N ^^b<^scFv (Huston, J. S. et al. , Proc. Natl. A 
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cad. Sci. U.S.A. (1988) 85, 5879-5883, Plickthun l"The Pharmacology of Mo 
noclonal AntibodiesJ Vol. 113, Resenburg IklF Moore$i, Springer Verlag, Ne 
w York, pp. 269-315, (1994))-Cfc5„ £ <D X 0 ^^^^#5 fcltt, 

31^^f&^»-C^?a^-y:^«'J;V^ (M^Lfi. Co, M. S. etal., J. Immunol. 
(1994) 152, 2968-2976 ; Better, M. and Horwitz, A. H. , Methods Enzymol. 
(1989) 178, 476-496 ; Pluckthun, A. and Skerra, A. , Methods Enzymol. (198 
9) 178, 497-515 ; Lamoyi, E. , Methods Enzymol. (1986) 121, 652-663 ; Rous 
10 seaux, J. et al. , Methods Enzymol. (1986) 121, 663-669 ; Bird, R. E. and 
Walker, B. W. , Trends Biotechnol. (1991) 9, 132-137#Hg) 0 

tmh&v, i£&m*£.*) hft^m^^ <te%^ thhZo 

15 ^PJ^*5V^T^f^bV^'(g;^'ft:i^L^2|s:^i % fei#:(Z)VH^2o^_hR^VL^2oi^_h 

Hf £ HS< JfcSlftWS^* bV\ 

*^PJ^^V^T#^0^ bVMg^T-^f*«Diabody-e&6 0 Diabodyte N nj^ 
^£*TMfJslc£ y y*^Tf^Lfc7 7^7 > h (M^«\scFv^) (OT, 
Diabody^fS)5fei-§ 7 ? ? ^ ^ j.) §r2o^#$-frT~ 19 „ 
25 20©VL£20(DVH«r&tf(P.Holliger et al. , Proc. Natl. Acad. Sci. USA, 9 

0, 6444-6448 (1993), EP404097-5§\ W093/11161^ N Johnson et al. , Method in 
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Enzymology, 203, 88-98, (1991), Holliger et al. , Protein Engineering, 9, 
299-305, (1996), Perisic et al. , Structure, 2, 1217-1226, (1994), John e 

t al. , Protein Engineering, 12(7), 597-604, (1999), Holliger et al, . Proc. 

Natl. Acad. Sci. USA. , 90, 6444-6448, (1993), Atwell et al. , Mo 1. Immunol. 33, 
5 1301-1312, (1996) ) Q Viabody &mj$iT& 7 7 V h W©^«^*^Rlt^"T? 

Diabody^ft^i-S^^V > MUdb& V ^7J — if LT\ — 
Diabody (scDiabody) £ £ t>RTfl|-T?a>3 0 -t©^ Diabody^^-f§ 7 9 

>- MrJ±^2ot5; /M©*i^y ^vnt^-ts in— $LB- 

Diabody^r^i-^^^^V >- btt, VL^VH£r^^Lfc&<7), VLi:VL^^Lfc 

-a-bfc^O^feSo Diabody^«^i-5^^^V > b^^*5V^T, T^fS^ t R]"^ 
15 «c£!£^1-£ y ^7J — tt#^$IJPS$tb/^V^S N !7 7^V > b^^RJ^tB^ 

<D£5fty ^-0*$fi^H#«^^-f-§- £^£5^ If 2-1 4 
T^y^, ^t<}i3~97^i, #^L<ft4~6T^/ttfc5 0 

£6>f-, Diabody{^M^[RlCJ^S-e, Diabody ^ff )lt5 77^ ^ h&3o£ULij& 
i^-fr-c, h y ^ h 7 ifO#f W^^fc^^f^litS - t tnl 

25 ^§^^*5^S Diabody i Tf5<DkO&#|^# 5#S % rtt^-M£ 
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1 . gB?lJ#-^ : 1 tifcfe 3 K^M<DT 5 / mm&l&^-t ^Diabody 

2 . |S^J## : 1 3 ^IBtcCOT 5 / ^IB^J^*3V>T 1 h b < tt«£coT 5 

smmwmgc (sm, #a> *5j;t>v*fctt#jp) ucr^/ts 

5 abody^Mlft^ll^&Diabody 

3. @H^IJ#-^: 5 (OCDR (Xfi^lM^c) *5 £UWJ#-*§- : 7 COCDR (Xtt^I^IH 
^4) COT 5; /BtI£^>J^^fi~<5Diabody 

4. @BM#^-: 5CDCDR (Xf£»T^fi#c) *5J:T*ia?lJ## : 7 CO CDR (XfS^I^fR 

cot 5 y mnmK^^x hk raiser s: / g£E^s« (tt, 

10 $C#c, ^TJV^fcfittiP) LfcT$ /HBa^l^^T-rSDiabody-efeo 

t, @B?IJ#-^- : 5 <OCDR (XttRT^^) *5=fO«ia^J#-§- : 7 COCDR (Xf£"*T 
^^^c) CDSB^IJ £ £ D i abody £ #f £ ft lC P3 &Di abody 

5. IBJIJ#-§-: 9CDCDR (X(inlM^) *5<tt>WJ#-^ : 1 1 COCDR (Xte"T^ 
H«) COT ^ /^SB^iJ^^^-^Diabody 

15 6. mtm^r : 9 <OCDR (X^^E^c) *3<fct*gH?lJ## : 1 1 COCDR (XJ*^ 

1W) cot ^ / i&ga^jfc&i^-r 1 & u < ttlt©r =■ y i^ia?ij^^^ (g^ N 

#A> js&Tf/izittZWlm) bfcT5 /miB^JSr^-T^Diabodyrfco 
T, @B^iJ#-^- : 9 CO CDR (XteRT^ft^c) *5 «fc UWJ##- : 1 1 CO CDR (Xte 
W^W) COlB^J^Wi-^Diabodyi^f^^^^i^^Diabody 

20 mmm^m^] tn s *j-#££fr5Diabody;^ m^m-^-. i^fc«3^ 

f3*cCO@B?lJ^^'-r5Diabody N IBM#-^ : 5 CO CDR (X«: pT^S^) *5it>WlJ# 
-j§- : 7 CO CDR (Xfen^mW cOlB^J&^l-^Diabody, *7^« N @S^IJ#-^- : 9 COC 

dr (juz^mmMO texm&m-^ •. 1 icocdr (x^mm^o 

DiabodytlH^CO^ (^Ix.fcf, CD22^COM^^4, Ttf h — v^ft^tttft £1 
25 ^ff5^t^f*t5o 
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/mii'JfCcottJC^ uttt, ^TKttr * y & (a, i, l, m, f, p, w, y, v) , 

5 gbKttT^/gl (R, D, N, C, E, Q, G v H, K, S, T) , i®i»J^»*Sr^r-f S 7 $ 
7Bt (G, A, V N L, I, P) , TkSf^^-jllJIl^-f 57^; /@£ (S, T N Y) N gtjf 
H^W^ft57;yH (c, M) N iJ/i'tfisWUkXfiTS. K-MHHMKSr^ 
57^/f (D, N, E, Q) \ 4feS^{BI«!tSr3rrST$/« (R, K, H) , 
-atl«ft57;/t (H, F, Y, w) 3rW 
io M7;; X^m^m-T) 0 foZT*; mnm Six ralKSHB <£> 

7;/ ttimRTf/jitemoT $ y mi .j; § ± 19 f^fp £ ftfc 

^PfetLTV^ (Mark, D. F. et al. , Proc. Natl. Acad. Sci. USA (1984) 81, 5 
662-5666 „ Zoller, M. J. & Smith, M. Nucleic Acids Research (1982) 10, 64 
15 87-6500 „ Wang, A. et al. , Science 224, 1431-1433 N Dalbadie-McFarland, G. 
et al. , Proc. Natl. Acad. Sci. USA (1982) 79, 6409-6413) 0 
£fcs m^m-^r : 1 *fcte3 \Z.RM.<OT =• /S&BB^J&^-f 5Diabody N IS^J# 
: 5 COCDR (XteW^ff*^) *5£t*BE?!l## : 7 CDCDR (Xf3 Rl^B^) <£>BBM 
^^"-TSDiabody, ^fc«Sa^lJ#-i- : 9 COCDR (XttJ$&ffi$) *5 «fc T*BB?ll#-§- : 
20 ll^CDR (XOTSglB*) ©BB^ISr^SDiabodySr, t Mc^fSlS^tt 

ga?ij#^- : 5 fcflB*j$nTi^5w&«#K::teii*r5T ^ y mm%T\ 31-3 

5 /5SCDR1, 5 0 — 6 6 ^SCDR2 > 99 — 105 ^CDR3^^"t-5„ @B^J#-^ : 7 lC 

flatt&ti/r^s BT^ffi^ta^i-^r 5 ;m®mx\ 24-4 o^cdri, 5 6- 

25 6 2tf*CDR2 N 9 5 — 1 0 3 ^CDR3^^"f"So BB?!|#-J§- : 9 ^fSifc^tLTV^ *T 
»J(Ct@^f57 5; / ItIB^IJ-e. 3 1-35 ^CDR1 N 5 0 — 6 6 ^ C DR2, 9 9 
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57 5 J @£@E?IJT\ 2 4 — 3 4 tfCDRU 5 0 — 5 6 7^CDR2, 8 9 — 9 7 7$$CDR3};i 
10 CD22&gB8H-5^#<£>BB#J^ m^ak&fDffifcmm&m^^Z kft~*JMX&> 

15 t©iwsi^(aot^oi«ii^^, alitor y — ^V^fe^J; 

^IxJi/^^n ^-r/V^^^V^^:^ (W098/46777& 
T-^O-hCDjife (Kohler. G. and Milstein, C. , Methods Enzymol. (1981) 73: 

20 3-46) mizm^xfr? r tftx^Zo tfiw,(D^mmmm^^^n, r^z/^ 
cm2%wm-f-&m*n, CD22 k^-r ^5 m , om^mmitf£< % -^x^c^ ^ 
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^BMZ-Mtrifc, =SM 9 (Chimeric) fetf*, t hMit (Humanized) 

t hMtetftft:^ W*J^fe (reshaped) t h3ft#:£ t h^^ifLS] 

#3, fci X.^^^JrLf*(Dt@ffitt^:^fl^ (CDR; complementarity determining 
10 region) £r t bfeifrOtSMt&^^M bfc ^ (DX*& V , •£•<£>— flfctfjfrjftfe 
■^mtfe^fet^PbtbTV^So A&lft^te, ^ ©CDR^ t hfeif^O^ 

^V — t^mMl, (framework region ; FR) J; 5 ^l£f+ bfcDNAia^lJ^r. ^ 

^ct!9#b^6 (gfe#l#fTl±JJiS^M#-^EP 239400 N Hl^i|#fFffiJiS^M#-§-W0 96 
/02576#fiSJ 0 CDR^^bT^$^St hfet#:©FR« N t@Mtt^»jc^^.0^ 

20 —^|S^(DT$ ygt^g^bT^ «fc^ (Sato, Let al., Cancer Res. (1993) 53, 
851-856) o 
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Ot: hSiMMtS^imS (BII^#fFm^|fl#-§-W0 93/12227, WO 92/ 
5 03918, WO 94/02602, WO 94/25585, W0 96/34096, W0 96/33735#J$) 0 $ 

bjft/rv*3 0 0iJ*.f£ N t h^flWRTSEfHESSr— ^gCfctft: (scFv) i U7 7 -^ 

92/01047, W0 92/20791, W0 93/06213, W0 93/11236, W0 93/19172, W0 95/01438, 
W0 95/15388£##fc-r5££:tf5-T?#5 0 
15 #3881! (PEG) n 2&#t1»fT, h^v^^ 

— K-f-SDNASr^^f 5o ^"f ^V^^f -M—i/ a ygf (Sambrook, J et al. , Mole 
cular Cloning 2nd ed. , 9. 47-9. 58, Cold Spring Harbor Lab. press, 1989) \± 
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-fif— >&<D$GmZ-3S\,^T, MX.^42°C, 0. 1XSSC, 0. l%SDS<D^#-efc t) , 
L < (i50°C, 0. 1XSSC N 0. l%SDS(7)^#-efcSo J: ttv^yy 

<5 0 

^ ^ — ©0|J£ LTft M135£^ ^— , pUC3^^ — „ pBR322, pBluescript, 
pCR-Script&i^i^f btL5 D cDNA^ihy^ n— §J5WUSrBW 

_hfg^'> ^ — i^filKC, ^iJ^L«\ pGEM-T, pDIRECT, pT7fc £?2Si£tf £ 

25 frb5 0 
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Tt^^JM109, DH5a, HB101, XLl-Blueft t'O^if £ Lfc^fcl&V ^f±, 
it^«fc < 5 i 5 ^^n^-^ ^ flifl lacZ^n^e— (Ward 

5 £>, Nature (1989) 341, 544-546 ; FASEB J. (1992) 6, 2422-2427) „ araB^n 
^e — ^ — (Better h, Science (1988) 240, 1041-1043 ) N £fcteT7:7°P^e— ^ 
— ate if SrKfoTV^Sr. ^dS^BT^c-efeSo r©i5 4^^-ilttt, _bfE-< 
^ <7}ftepGEX-5X-l (77/Wi/7!tS!) N TQIAexpress system] (^cTtf 
^ttM) > pEGFP, £;Tc«:pET(::<£>*§^\ 1&^ttT7 RNAaKU ^^^-^Sr^S^UTV^ 
10 3BL21#$#f£ LV^&iftfSW bfrSo 

pelB->^/Ha^lJ (Lei, S. P. et al J. Bacterid. (198 
7) 169, 4379 ) SHfcfll-f *Xfi£ «fcV\, It^jHBIS^©^^ O^A»> #lJx.J«^ 

^H^tct, 0H*.i^ ^PjO/Ky^7/^-K^at-t-^fci6©-<^^ — i 
Lttt, nt?Ltt#3*5fe(7)|§m-<^^- (M;U3\ pcDNA3 U^^h^^f^^M) 
^ N pEGF-BOS (Nucleic Acids. Res. 1990, 18 (17) , p5322h pEF N pCDM8) „ 14, 
&ffl#3l±l5f€Of§Si,^ ^ — TBac-to-BAC baculovairus expression syste 

20 mj (^^BRUfctO N P BacPAK8) x W^&JfcOlS^:? * - (fll&fipMHl, pMH 
2) % gb$l!>^/l';*&3fe<£>$&^<^**- pHSV, pMV N pAdexLcw) N U h 

v$>fSl'X&j£<D3B%L'<?#*- m%-\-£> pZIPneo) N 

(#!lXL«\ rpichia Expression Kit J W ^ t" h n ^r>|ii) „ pNVll, SP-Q0 
1) , fe^ffiS5feO?gJi.^<^ (0ljx.ff, pPL608, pKTH50) &mfbtl2> 0 

mfl&fa^m.&^Z>titsb\z>&mtf:7°Ki^~¥—, m^svAoy°u^e— (Mulli 
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ganb, Nature (1979) 277, 108) , MMLV-LTR "7° n •=& ■ — - — EF1 oc — & — 

(Mizushimafe, Nucleic Acids Res. (1990) 18, 5322) % CMV^n^B— ft X 

15lJx.ll pMAM, pDR2, pBK-RSV, pBK-CMV, pOPRSV, pOP 1 3 & ^7j^f b 6 0 

at^Sr^i-S^^^— (0»J*.tf, pCHOIftif) SrzjlAU t< hhm-h (MT 
10 X) fc«fc 9±|t|>g£*5^?fe^f btb> Jt^©— afite©^SreWfci-S 

S^^tt, SV40 T^Jg^Bm-r5a^^^#,f*-b^#oC0S^H&^ffl^TSV40^) 

(BPV) f(7)ft*©t)©^i^r £ t>Tr#So ft^M^Trit^ 

7^7x7-1? (APH) ^v^^-- tf (TK) fcte^fN Tvflill^l^ 
fy^T = y^^*!J^/Vh7y^7x7^ (Ecogpt) 3t^ N i^t Fp| 

mm^mm (dhfr) a^Ng^^r £as-c#5„ 

(m 7L fcfpAdexl cw) ^l/hP7-l'^7-<7^- <M%- fif pZIPneo) & if #S & if h tl 
25 fiTfet^o Tfif 0Z.t ^pTti-efc 5 (Molecular Cloning , 5. 61-5. 6 
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5 KitOfcfe^S^fj:, in vitro$o£Tfin vivo<Dm*k%k^fo in vitro 

l/^^^^^t5 0 ttftlSffiiLTtt, npt?Lg!». ^J^Lf^ CHO (J. Exp. Med. 

10 (1995) 108, 945) N COS, 3T3, ^ s BHK (baby hamster kidney) % HeL 

a, Vero, m^Mmtifc, mZ-itT? V * tf^S^mMfa (Valle, et al. , Nat 
ure (1981) 291, 358-340) % &5lM3ffiiJfflJ£, Will Sf9 N Sf21, Tn5tf5£P 
fhX l^o CHOfflUg t LTft , DHFRit^ b fcCHO^JJ^T? fe 5 dhf r-CH 
0 (Proc. Natl. Acad. Sci. USA (1980) 77, 4216-4220) ^CHO K-l (Proc. Natl. 

15 Acad. Sci. USA (1968) 60, 1275) - £ a s T?# 5 D WlVofflB&fc 

^ y ^y-^D0TAP H-y^-vy/^Aiii) ^m^^fc^m, i^hn 

/K- U" 3 ^£fe N y^i^g if o^t &*f-mx-tb& 0 

20 IttlWilTtt, FJiil — *<?-7~r-#;<%J>> {Nicotiana tabacum) fcjfe 

HMM&i: LTfS, #!]xJ3\ f-y*n*-fe^ {Saccharomyces) I, ^ill 

•^ix^7n • -fe l/lfv-j: {Saccharomyces cerevisiae) „ 3fe;|£ig % f?(J^tt\ 

7X^ar>X {Aspergillus) Wx.tf, T^^/l^Vt^ • = {Aspergil 
25 /3i>er) ^pf)tltl^„ 
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jztiSkW (£■ coli) , 0IJ£_fc£, JM109 N DH5 a, s HBlOl^&mf btl. ^Offll, ti*T^ 
rtbbO*|H|iaSra6<ji:-t-SDNA^J;»3^SCteifeU ^®fem^tLfc«^i/7 Kit 

5 T?ftS 0 #iJ*L«\ tbHJ3Seiiao*&il?fti; LT, Mfctf, DMEM N MEM, RPMI1640, IMDM 
SrtffltSwi^S,, *©BR, (FCS) #£ojk*ffi^<H#ffl-f-3 £ 

15 Ltii, fc^i?, ^7^, 7f£J1^5 5 (Vicki Glase 

r, SPECTRUM Biotechnology Applications, 1993) 0 ^fc. ^IWWi^O^M 1^5 

ZtfV^y?- h*&'£t}%tt-£&mto£ J &Z1tib^ M^/wevtr h^7v^ 
~y? J r*?\Z&Rl ttt £V> (Ebert, K.M. et al. , Bio/Technology (1994) 12, 
25 699-702) 0 
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-g\ g^cDDNA^tf ALfc^^^n fyjJV^&Z)^ =» iJURIfe £ iir 5 £ £ £ 9 > r 
c7)#^ =KZ)f«75^ B^c7)^y -<^ J ^ K^#6^ ir^-c'^S (Susumu, M. et al. , 
Nature (1985) 315, 592-594) 0 

5 ffii/^i^ S^ODNASrte^^^^^— , 0iJx.(ipMON 530^#Ab, 

^-^T^n/^rP f> A • y v"^ > ^ (Agrobac terium tumefaciens) 

^-•^/■^A (Nicotiana tabacum) ^^^^-fr, J; ^ FrM<^*° U ^< 

K^ff-S r <h as-e# § (Julian K. -C. Ma et al. , Eur. J. Immunol. (1994) 
10 24, 131-138) o 

15 Pg^itii, Iff, *jfctfcJR, ?«titB> rfe&tfcP^ SDS-/K y T ^ !) /VT ^ 

^PYh^77^-iLTfl iilf77^-r^^^nvf^77^-, -f 

20 ^ b^77^- % WlM? n*^ h^77>f- (Strategies for Prot 
ein Purification and Characterization: A Laboratory Course Manual. Ed Dan 
iel R. Marshak et al. , Cold Spring Harbor Laboratory Press, 1996) 0 
b©7P-7h^7 7^tt, MyP^ h^77^- $|;tMcHPLC, FPLC^W^ 

25 &jbv\ mmizmm£fot'm*-b^'t% 0 

^$&mK$5\^X s tfLfc<DtfiM1fe J u-fefe (Antibodies A Laboratory Manual. Ed H 
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arlow, David Lane, Cold Spring Harbor Laboratory, 1988) ©SSJiifcfiM^O^ 

m*m.m-fz>z z>o mz.&s elisa (a*^j$Kttt€isfe) , eia 

y ^-rsn £#W£bv\, 

tJ&StflrS (US5057313, US5156840) 0 

b S^tK^S^*, «tf£U fUfcgflU Rffij&U lr® 
?S«iJs §^iJ, »«IJ, -<t^/K B&JK&k ^jW^^iafi^m^ 
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i^J , # y*i? A-£U Krlfn t5^i^$5 M^iJ i Ltli, Mi fcf-t? 

mnmiMMftti -7^>vx*ih ?>m^n, -tm^wmz. £ & \^mm<D ^ 5 ^mvt 
v^frmfhti, m^temmmML ^ttfr/v^/K A#^^«^y~/K 

^^ttM?gtt^J, y y/W<— h80 (TM) , HCO-50MMLT<b £v\ 

15 m&fc t LTfi =r ^ ift , ^Sife ^ & t f ^ ^ ^$p*i|fc£ij ^ Lt^ff^ y ^ 
/K v vvPT ^ £ f^ffi Ltfcj;v\ * fc. MffiM ^ #!) x. fc£ y y^Sif 
Jjfc, Sith^AlfE M-ft^O, ^iil ^y°n^^y, ^«iJ, Mi 
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t^Tf*. lBfo/t <omo. lri»£>1000mg N 0*b<r±^l.O^e>5Omg N £t9£?^L<te 
fc*3lvCf*, 10^ 19^0.01 ^b30mg, #SU< fifl&O. lj&^Qmg, «fc K> #f 

0 1 ft, LL2diabodyCO^S@B^IJ*5 J; t^T 5 7 MIB?IJ£;^i-|l|T?&5 0 
El 2 fit, RFB4diabody(7)igS@B^lJ*5 J;7J?T * / ^BE?lJ&7jH-|aT?& 5 e 
15 0 3tt % diabody <Dmm&?r;ir^m-VfoZ> 0 *t$^ L/c#diabody£SDS-PAGE U C 

<D diabody & ft V n ^ $ ttT V^^i dSfflfeffg £ tl1t 0 

04 « N ^diabody©Raji«^<Z)M^OW^^i-|EI-efe§ 0 *t$gb7^#di 
abody©, fejilBJte^OJte^^OV^T^fSrfTofco V^ft©diabod 
20 y Raj ilEIS—^-f- § £ £ dSffl&g $ ftfc „ Jj£^fiH4 fc£LL2diabody £ V h RFB4diab 
ody<Dj?&&frol£ 0 fcfcLLL2^#:^J!Srt^(DinternalizeS#^fi5v^w t flS$R 
^£tl/TV>57t#\ #< ©LL2diabody{i«^M^Is fflJ^rttdR 0 &£*l/C L 
totV^§ Pit It^^S $ 5 o 

25 Star fc^fetbTV^52aSS©By ^JBlMfrj*. Daudi, Raji^-f-§CD22di 
abody<D^JjS&WiSH£3r$fl!]^Lfco -ttt-^ti/OdiabodySr^aifiE (Hl^^-r) -e 
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V ^5 ^ £ d*tifcffB $ HTcio d (D^M: X V s diabody^b bfc$aCD22#Cf;£;^ j^^B V 

5 

a§ w & mm-t stub (Dm^mm 

IMMm 1 ] CD22diabody^5f^<^ ¥ — CD 

10 IS^|fl^tlTV^IlSSOfe ! LCD22fel#: N i"^fc^LL2 (#1^^3053873-^-) N R 
FB4 (JP 2002501488-A) ©E^ljff £ fc, £ ^^nT^^^5mer(D y 

^^-^5t^$^7tCD22diabody©^BB^J$rJen ; etb^b7t„ (LL2diabody. R 
FB4diabody) 0 Ell (@a^lj#^§- : 1, 2) *5j;tflS|2 (IB^J## : 3, 4) Ul N 
tL^tl/OdiabodyOlE^JSr^-f ( y — SrT^— ^> Flag-tag^r^T?^ 

15 1~) 0 

lSf+bfcLL2diabody, RU, RFB4diabody£: =t — K"T 5 cDNA^$c1-£ fc # 
diabodyfcO # ^«U2SigT 0>e- y rfDNA^rf^M bfc y ^ ^- y =f 

tT^^^±) 0 ia^lj#^- : 13H3 6^^L/>^DNA(^@H^J^^i- 0 
Diabody£=J- Ki-§cDNA«^TOi*5t) (d^b7t„ £1\ JJ ^DNA2^-fo 

150bp@Jt<Z5DNA»rJt£{tMLfc o ^^T#bn/cDNA|)f>T-|Kl±^j; 
3recombinationKj££tS# K) ^ t X\ M$k&)fcJfo800bpfr cDNA<D# 

-^J5feLT#^^7t#cDNA^EcoRI-NotI^]|if U WlWm&B^i^? $ — pCXND3©E 
25 coRI-NotlRBKltfALfco ^Sia?IJ^«b, LL2diabody|§m-<^^-(pCXND3-LL 
2DB)*5 RFB4diabody^-<^ — (pCXND3-RFB4DB) ©#||g<lr^-T Lfc 



WO 2004/087763 



PCT/JP2004/004696 



-23- 

IMMffl 2 ] CD22diabody£)ftM 

(1) LL2diabodym^M&W<DM ALki%m.km<D\E}W. 

Pvul THjWU iSf^k L 7cpCXND3-LL2DB 20 u g£rDG44$BI£^T<7> J; 5 Select 
roporationfe^ j; ^ALfCo DG44$BflS£ ice-cold PBST?20tfe^ LfclIlXlOVml 
5 J; 5 t-PBS^H^LfCo d^^20/zg(DjifS7 o 7X ^ KSrlS-^b, 

* (1.5KV, 25/zFD) £r#x.fc 0 ig^ ftf Ij-^T?«^^ L96well plate«^r - 
^Jt500/zg/ml G418(GIBC0)#feT^i^£:frofc 0 4WLfcnP^?rt 
tfwellj; 9~30^ P-^fS^tV^T^U ^ fei§*_b?*'t'©diabodycD^m 

10 ^rLL2diabodyift^^lB^1*^ bfc D T-175^ 9 * ^ = v:7/lxoc> h fcfto fcLL 
2diabody^jg^»;|*£r2^© n — ^ — sj? h/l/(CH0-S-SFMII:I#±l&(GIBC0) 250ml) 
fU 5 B«^«f3t-h»S:llIflRb^:„ 5S'C?Jc «fcoT^JJS&l&*L;fcgL 0. 45 ^ m 
© 7 >f — 3r3§ LT £ tbSrLL2diabodyO|tM{-ffi V >fc 0 

(2) RFB4diabodyOcos7T?(D— t *&*Jhi1*©|I|Ifc 

15 pCXND3-RFB4DB 20 n g^COS7^J5S^J^T© J: 5 t-electroporationfe^ «fc 9 

Lfco C0S7«^f ice-cold PBST2[e|$g^ L/c^aXlOVml^ 5 «fc 5 KiPBSHHHISB 
bfc 0 i^^20 J ug(7)_bfB7 o 7^ 5: K^M^U ftfO^;* (220V, 950 /zFD) £ 
^-X.tc 0 ^©fl^fflJi^^T-2257^^3 3*fc#^iA^-(DMEM+10 0 /oFCS), 
3l±fSSrlHi|Rb7^o ^4>i£j;oT»BJ3&§rl&*L7c:^ 0. 45 /z m<D :7 ^ /i^ — Srii 
20 LTr^SrRFB42diabody©fl!f5!lfc^V'>^ 0 

(3) diabody<7)fti!| 

diabody<75»»!W:^TWi:*3«3fTo^: 0 ®I& L-fc##*_Li# {-Anti-Flag M2 Aga 
rose (SIGMA) Sr^)0x. N — Bfe^-CSS^-f-S £ £ \Z. «t «5 diabody Anti- 
Flag M2 Agarose SrJfrfrl:: J; 19 HU& LPBS-cifclnJgfc^ LfctJL ?§tHBuffer (lOOinM 
25 Glycine H3. 5, 0. 01% Tween 20) Tdiabody^tH b7c D HUR \^tz.^-f 

\Z.1Mk&2&mZ.t£Z> <fc 5{-Tris-HCl pH8. <n?tf>5ftl Ufc D r^MlfU 0.01% Twe 
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& jftsfifja § tiT v > s r t &mm l fc D 

3 ] CD22diabody(D y W*ffifaj&^©*£^0>flfelg 
5 lti^LfcLL2diabody, 3cfcfii % RFB4diabody£r2%FCS, 0. 02%NaN 3 ^*a frPBS^ 

X., 7k_h-t?lB#^^$-frfc 0 IfftV^ taFlag M2trCf*^Px. > $ k^k±^10#W 
S^^-^fCo *BJ&«ri5fci£gU FITC-^-v-r>XIgGi!7lC±^30^^^^fc^, » 
©a^Srflow cytometory?rfflVNTS!J^U7t (EPICS ELITE, COULTER) „ 
10 Mft0!|4] CD22diabody(C y ^m«(D«^Efl^#©^Jf 

By>v«B^^ Raji N S.TJ«, Daudi^, 2—5 X 10 5 cells/well fclft 5 £ 5 f-2 
4 well plateHljNBIiaSriftV^o -tU^ bfcLL2diabody N ^ fc^RFB4diabody 

^»b37°c-e@*^^(tfc 0 20H#^fi»^mnxb N pi&*p*.sai-T*i5#K/& 

£i£5;i£-r^fl&£^/VLfc 0 ^(DfI N flow cytometory&JBl^TSkfeSnfc 
15 5Btel&0#J'g'SrffllI3feL/t (EPICS ELITE, COULTER) „ 
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1 . CD22 &Wm-t S i£ftT-ihffiW-o 

2 . DiabodyCfcSffrjfc:® 1 tefB*J©{£#^fctfc#„ 

5 3. KTW (a) ~ (f) (DV^X^^fS*(Dte^^f*:o 

( a ) BB^J## : 1 * 7c 3 IdfEfttf) T 5 7 HIBM Sr 5 i&frPfcffCfc, 
(b) l*7ctt3^ffiic(Z5T^yW^J^*5V^Tl^b<^im 

10 tttera^te^WbtrMfc, 

( c ) IB^IJ#-^- : 5 <DCDR£5 «fc tFBE#l#-i§- : 7 cDCDRO T 5 7 BtSB^IJ 5 

( d ) IS^lJ#-!§- : 5 ©CDR*5 £"0<BB?!l## : 7 OCDRWT ^ 7 SglB^R^l^T, 
1 ^L<«»<DT5 7glIB^Sg^ ^ % JfA, *3«tU5/*7t«# 

( e ) m^m^- : 9 ©CDR*5 «k tJ*IE?IJ#-§- : 1 1 (DCm<DT 5 SWm&\&#1r 

( f ) IB^IJ#-^- : 9 OCDR*3«tt^Ba^J#-^- : 1 1 (£>CDR<7)T 5 7 ^IB^IJ^*5V> 
20 T> HL<fM©75yiMm #A, *5±t^/*fc 

«#*P b/cT 5: 7 SftBB^JSr^rf-S<S5HF^#:-efcoT^ ( c ) m|B<fi 

25 5. te^-fb^Diabody-fbt?*)*, ft*5(4 ^IBigcO^fe, 



WO 2004/087763 



PCT/JP2004/004696 



-26- 

5 *ffyj£ij D 

1 0 . ff^gC 1-3 <D\,^Ttlfrfc&m<Dig,ft z F4\&ift. »*3fi4 ~ 6 ©Vvfft 

10 a, ifeaffigR^ 

1 1 . ffi&tf*jfiL?£flt3»-efc5, ft>£ij| i o ^fB«O*n:M»J 0 

12. ^fWDiabody-efcS, ft**R 7 d>£ 9 (D\,^Ttlfr\Z.%5M<Z>Ttf h~ is* 

1 3 . ^iSDiabody-e*>5 , »^ lO^fcttll ^Ktt^JK^rUo 



15 
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EI 1 

~~ 10 20 30 40 50 60 70 80~ 90 100 

cctgaattccaccatggaaaggcactggatctttctcttcctgttttcagtaactgcaggtgtccactcccaggtccagctgcaggagtcaggggctgaa 
M E R H W I FLFLFSVTAGVHSQVQLQESGAE 

110 120 130 140 150 160 170 180 190 200 

ctgtcaaaacctggggcctcagtgaagatgtcctgcaaggcttctggctacacctttactagctactggctgcactggataaaacagaggcctggacagg 
LSKPGASVKMSCKASGYTFTSYWLHW I KQRPGQG 

210 220 230 240 250 260 270 280 290 300 

gtctggaatggattggatacattaatcctaggaatgattatactgagtacaatcagaacttcaaggacaaggccacattgactgcagacaaatcctccag 
LEW I GY I NPRNDYTEYNONFKDKATLTADKSSS 

310 320 330 340 350 360 370 380 390 400 

cacagcctacatgcaactgagcagcctgacatctgaggactctgcagtctattactgtgcaagaagggatattactacgttctactggggccaaggcacc 
TAYHQLSSLTSEDSAVYYCARRD I TTFYWGQGT 

410 420 430 440 450 460 470 480 490 500 

actctGacagtctcctc gggtggaggcggtagc gacattcafictgacGcagtctccatcatctctggctgtgtctgnapgagaaaar.Ptnar.tatpagr.i- 
T L T V S S G 6 G G S D IQLTOSPSSLAVSAGENVTMSC 

510 520 530 540 550 560 570 580 590 600 

gtaagtccagtcaaagtgttttatacagtgcaaatcacaagaactacttggcctggtaccagcagaaaccagggcagtctcctaaactgctgatctactg 
KSSQSVLYSANHKNYLAWYQQKPGOSPKLL I Y W 

610 620 630 640 650 660 670 680 690 700 

ggcatccactagggaatctggtgtccctgatcgcttcacaggcagcggatctgggacagattttactcttaccatcagcagagtacaagttgaagacctg 
ASTRESGVPDRFTGSGSGTDFTLT I SRVOVEDL 

710 720 730 740 750 760 770 780 790 800 

gcaatttattattgtcaccaatacctctcctcgtggacgttcggtggagggaccaagctggagato 

AIYYCHQYLSSWTFGGGTKLEIK JLXJULJO_!LJL * * 
810 

cggccgcaat 
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H2 



10 20 30 40 50 60 70 80 90 100 

cctgaattccaccatgaactttgggctcagattgattttccttgtccttactttaaaaggtgtgaagtgtgaagtgcagctggtggagtctgggggaggc 
M N F 6 L R L I FLVLTLKGVKCEVQLVESG6G 

110 120 130 140 150 160 170 180 190 200 

ttagtgaagcctggagggtccctgaaactctcctgtgcagcctctggattcgctttcagtatctatgacatgtcttgggttcgccagactccggagaaga 
LVKPGGSLKLSCAASGFAFS I YDMSWVRQTPEKR 

210 220 230 240 250 260 270 280 290 300 

ggctggagtgggtcgcatacattagtagtggtggtggtaccacctactatccagacactgtgaagggccgattcaccatctccagagacaatgccaagaa 
■ LEWVAY I SSGGGTTYYPDTVKGRFT I SRDNAKN 

310 320 330 340 350 360 370 380 390 400 

caccctgtacctgcaaatgagcagtctgaagtctgaggacacagccatgtattactgtgcaagacatagtggctacggtagtagctacggggttttgttt 
TLYLQMSSLKSEDTAMYYCARHSGYGSSYGVLF 

410 420 430 440 450 460 470 480 490 500 

gcttactggggccaagggactctggtcactgtctctgca ggtggaggcggtagc gatatccagatgacccagactacatcctccctetctgcctctctgg 
AYWGQGTLVTVSA G G G G S D IQMTQTTSSLSASLG 

510 520 530 540 550 560 570 580 590 600 

gagacagagtcaccattagttgcagggcaagtcaggacattagcaattatttaaactggtatcagcagaaaccagatggaactgttaaactcctgatcta 
DRVT I SCRASOD I SNYLNWYOQKPDGTVKLL I Y 

610 620 630 640 650 660 670 680 690 700 

ctacacatcaatattacactcaggagtcccatcaaagttcagtggcagtgggtctggaacagattattctctcaccattagcaacctggagcaagaagat 
YTS I LHSGVPSKFSGSGSGTDYSLT I SNLEOED 

710 720 730 740 750 760 770 780 790 800 

tttgccacttacttttgccaacagggtaatacgcttccgtggacgttcggtggaggca^ 

FATYFCQQGNTLPWTFGGGTKLE I K JLXJLJLJLJLiUL * 

810 820 

gataagcggccgcaat 
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4 



no diabody 



LL2diabody 




RFB4diabody 
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SEQUENCE LISTING 

<110> CHUGAI SEIYAKU KABUSHIKI KAISHA 

<120> Genetically engineered-antibodies against CD22 and use thereof 

<130> C1-A0305P 

<150> JP 2003-96950 

<151> 2003-03-31 

<160> 36 

<170> Patentln version 3. 1 

<210> 1 

<211> 260 

<212> PRT 

<213> Artificial 

<220> 

<223> an artificially synthesized peptide sequence 



<400> 1 

Met Glu Arg His Trp He Phe Leu Phe Leu Phe Ser Val Thr Ala Gly 
15 10 15 



WO 2004/087763 



PCT/JP2004/004696 



2/37 

Val His Ser Gin Val Gin Leu Gin Glu Ser Gly Ala Glu Leu Ser Lys 
20 25 30 

Pro Gly Ala Ser Val Lys Met Ser Cys Lys Ala Ser Gly Tyr Thr Phe 
35 40 45 

Thr Ser Tyr Trp Leu His Trp He Lys Gin Arg Pro Gly Gin Gly Leu 
50 55 60 

Glu Trp He Gly Tyr He Asn Pro Arg Asn Asp Tyr Thr Glu Tyr Asn 
65 70 75 80 

Gin Asn Phe Lys Asp Lys Ala Thr Leu Thr Ala Asp Lys Ser Ser Ser 
85 90 • 95 

Thr Ala Tyr Met Gin Leu Ser Ser Leu Thr Ser Glu Asp Ser Ala Val 
100 105 110 

Tyr Tyr Cys Ala Arg Arg Asp He Thr Thr Phe Tyr Trp Gly Gin Gly 
115 120 125 

Thr Thr Leu Thr Val Ser Ser Gly Gly Gly Gly Ser Asp He Gin Leu 
130 135 140 

Thr Gin Ser Pro Ser Ser Leu Ala Val Ser Ala Gly Glu Asn Val Thr 
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145 150 155 160 

Met Ser Cys Lys Ser Ser Gin Ser Val Leu Tyr Ser Ala Asn His Lys 
165 170 175 

Asn Tyr Leu Ala Trp Tyr Gin Gin Lys Pro Gly Gin Ser Pro Lys Leu 
180 185 190 

Leu He Tyr Trp Ala Ser Thr Arg Glu Ser Gly Val Pro Asp Arg Phe 
195 200 205 

Thr Gly Ser Gly Ser Gly Thr Asp Phe Thr Leu Thr He Ser Arg Val 
210 215 220 

Gin Val Glu Asp Leu Ala He Tyr Tyr Cys His Gin Tyr Leu Ser Ser 
225 230 235 240 

Trp Thr Phe Gly Gly Gly Thr Lys Leu Glu He Lys Asp Tyr Lys Asp 
245 250 255 

Asp Asp Asp Lys 
260 



<210> 2 
<211> 810 



WO 2004/087763 



PCT/JP2004/004696 



4/3 7 

<212> DNA 

<213> Artificial 

<220> 

<223> an artificially synthesized DNA sequence 
<220> 

<221> CDS 

<222> (14) . . (799) 

<223> 

<400> 2 

cctgaattcc acc atg gaa agg cac tgg ate ttt etc ttc ctg ttt tea 49 
Met Glu Arg His Trp He Phe Leu Phe Leu Phe Ser 
1 5 10 

gta act gca ggt gtc cac tec cag gtc cag ctg cag gag tea ggg get 97 
Val Thr Ala Gly Val His Ser Gin Val Gin Leu Gin Glu Ser Gly Ala 
15 20 25 

gaa ctg tea aaa cct ggg gec tea gtg aag atg tec tgc aag get tct 145 
Glu Leu Ser Lys Pro Gly Ala Ser Val Lys Met Ser Cys Lys Ala Ser 
30 35 40 

ggc tac acc ttt act age tac tgg ctg cac tgg ata aaa cag agg cct 193 
Gly Tyr Thr Phe Thr Ser Tyr Trp Leu His Trp He Lys Gin Arg Pro 
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45 50 55 60 

gga cag ggt ctg gaa tgg att gga tac att aat cct agg aat gat tat 241 
Gly Gin Gly Leu Glu Trp He Gly Tyr He Asn Pro Arg Asn Asp Tyr 
65 70 75 

act gag tac aat cag aac ttc aag gac aag gcc aca ttg act gca gac 289 
Thr Glu Tyr Asn Gin Asn Phe Lys Asp Lys Ala Thr Leu Thr Ala Asp 
80 85 90 

aaa tec tec age aca gcc tac atg caa ctg age age ctg aca tct gag 337 
Lys Ser Ser Ser Thr Ala Tyr Met Gin Leu Ser Ser Leu Thr Ser Glu 
95 100 105 

gac tct gca gtc tat tac tgt gca aga agg gat att act acg ttc tac 385 
Asp Ser Ala Val Tyr Tyr Cys Ala Arg Arg Asp He Thr Thr Phe Tyr 
110 115 120 

tgg ggc caa ggc acc act etc aca gtc tec teg ggt gga ggc ggt age 433 
Trp Gly Gin Gly Thr Thr Leu Thr Val Ser Ser Gly Gly Gly Gly Ser 
125 130 135 140 



gac att cag ctg acc cag tct cca tea tct ctg get gtg tct gca gga 
Asp He Gin Leu Thr Gin Ser Pro Ser Ser Leu Ala Val Ser Ala Gly 
145 150 155 



481 
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gaa aac gtc act atg age tgt aag tec agt caa agt gtt tta tac agt 529 
Glu Asn Val Thr Met Ser Cys Lys Ser Ser Gin Ser Val Leu Tyr Ser 
160 165 170 

gca aat cac aag aac tac ttg gee tgg tac cag cag aaa cca ggg cag 577 
Ala Asn His Lys Asn Tyr Leu Ala Trp Tyr Gin Gin Lys Pro Gly Gin 
175 180 ' 185 

tct cct aaa ctg ctg ate tac tgg gca tec act agg gaa tct ggt gtc 625 
Ser Pro Lys Leu Leu He Tyr Trp Ala Ser Thr Arg Glu Ser Gly Val 
190 195 200 

cct gat cgc ttc aca ggc age gga tct ggg aca gat ttt act ctt acc 673 
Pro Asp Arg Phe Thr Gly Ser Gly Ser Gly Thr Asp Phe Thr Leu Thr 
205 210 215 220 

ate age aga gta caa gtt gaa gac ctg gca att tat tat tgt cac caa 721 
He Ser Arg Val Gin Val Glu Asp Leu Ala He Tyr Tyr Cys His Gin 
225 230 235 

tac etc tec teg tgg acg ttc ggt gga ggg acc aag ctg gag ate aaa 769 
Tyr Leu Ser Ser Trp Thr Phe Gly Gly Gly Thr Lys Leu Glu He Lys 
240 245 250 

gac tac aag gat gac gac gat aag tga taa gcggccgcaa t 810 
Asp Tyr Lys Asp Asp Asp Asp Lys 
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255 260 

<210> 3 
<211> 262 
<212> PRT 
<213> Artificial 

<220> 

<223> an artificially synthesized peptide sequence 
<400> 3 

Met Asn Phe Gly Leu Arg Leu He Phe Leu Val Leu Thr Leu Lys Gly 
15 10 15 

Val Lys Cys Glu Val Gin Leu Val Glu Ser Gly Gly Gly Leu Val Lys 
20 25 30 

Pro Gly Gly Ser Leu Lys Leu Ser Cys Ala Ala Ser Gly Phe Ala Phe 
35 40 45 

Ser He Tyr Asp Met Ser Trp Val Arg Gin Thr Pro Glu Lys Arg Leu 
50 55 60 



Glu Trp Val Ala Tyr He Ser Ser Gly Gly Gly Thr Thr Tyr Tyr Pro 
65 70 75 80 
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Asp Thr Val Lys Gly Arg Phe Thr He Ser Arg Asp Asn Ala Lys Asn 
85 90 95 

Thr Leu Tyr Leu Gin Met Ser Ser Leu Lys Ser Glu Asp Thr Ala Met 
100 105 110 

Tyr Tyr Cys Ala Arg His Ser Gly Tyr Gly Ser Ser Tyr Gly Val Leu 
115 120 125 

Phe Ala Tyr Trp Gly Gin Gly Thr Leu Val Thr Val Ser Ala Gly Gly 
130 135 140 

Gly Gly Ser Asp He Gin Met Thr Gin Thr Thr Ser Ser Leu Ser Ala 
145 150 155 160 

Ser Leu Gly Asp Arg Val Thr He Ser Cys Arg Ala Ser Gin Asp He 
165 170 175 

Ser Asn Tyr Leu Asn Trp Tyr Gin Gin Lys Pro Asp Gly Thr Val Lys 
180 185 190 

Leu Leu He Tyr Tyr Thr Ser He Leu His Ser Gly Val Pro Ser Lys 
195 200 205 

Phe Ser Gly Ser Gly Ser Gly Thr Asp Tyr Ser Leu Thr He Ser Asn 
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210 215 220 

Leu Glu Gin Glu Asp Phe Ala Thr Tyr Phe Cys Gin Gin Gly Asn Thr 
225 230 235 240 

Leu Pro Trp Thr Phe Gly Gly Gly Thr Lys Leu Glu He Lys Asp Tyr 
245 250 255 

Lys Asp Asp Asp Asp Lys 
260 



<210> 4 

<211> 816 

<212> DNA 

<213> Artificial 

<220> 

<223> an artificially synthesized DNA sequence 

<220> 

<221> CDS 

<222> (14) . . (805) 

<223> 

<400> 4 
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cctgaattcc acc atg aac ttt ggg etc aga ttg att ttc ctt gtc ctt 49 
Met Asn Phe Gly Leu Arg Leu lie Phe Leu Val Leu 
1 5 10 

act tta aaa ggt gtg aag tgt gaa gtg cag ctg gtg gag tct ggg gga 97 
Thr Leu Lys Gly Val Lys Cys Glu Val Gin Leu Val Glu Ser Gly Gly 
15 20 25 

ggc tta gtg aag cct gga ggg tec ctg aaa etc tec tgt gca gee tct 145 
Gly Leu Val Lys Pro Gly Gly Ser Leu Lys Leu Ser Cys Ala Ala Ser 
30 35 40 

gga ttc get ttc agt ate tat gac atg tct tgg gtt cgc cag act ccg 193 
Gly Phe Ala Phe Ser He Tyr Asp Met Ser Trp Val Arg Gin Thr Pro 
45 50 55 60 

gag aag agg ctg gag tgg gtc gca tac att agt agt ggt ggt ggt acc 241 
Glu Lys Arg Leu Glu Trp Val Ala Tyr He Ser Ser Gly Gly Gly Thr 
65 70 75 

acc tac tat cca gac act gtg aag ggc- cga ttc acc ate tec aga gac 289 
Thr Tyr Tyr Pro Asp Thr Val Lys Gly Arg Phe Thr He Ser Arg Asp 
80 85 90 



aat gec aag aac acc ctg tac ctg caa atg age agt ctg aag tct gag 337 
Asn Ala Lys Asn Thr Leu Tyr Leu Gin Met Ser Ser Leu Lys Ser Glu 
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95 100 105 

gac aca gcc atg tat tac tgt gca aga cat agt ggc tac ggt agt age 385 
Asp Thr Ala Met Tyr Tyr Cys Ala Arg His Ser Gly Tyr Gly Ser Ser 
110 115 120 



tac ggg gtt ttg ttt get tac tgg ggc caa ggg act ctg gtc act gtc 433 
Tyr Gly Val Leu Phe Ala Tyr Trp Gly Gin Gly Thr Leu Val Thr Val 
125 130 135 140 

tct gca ggt gga ggc ggt age gat ate cag atg acc cag act aca tec 481 
Ser Ala Gly Gly Gly Gly Ser Asp He Gin Met Thr Gin Thr Thr Ser 
145 150 155 

tec ctg tct gcc tct ctg gga gac aga gtc acc att agt tgc agg gca 529 
Ser Leu Ser Ala Ser Leu Gly Asp Arg Val Thr He Ser Cys Arg Ala 
160 165 170 

agt cag gac att age aat tat tta aac tgg tat cag cag aaa cca gat 577 
Ser Gin Asp He Ser Asn Tyr Leu Asn Trp Tyr Gin Gin Lys Pro Asp 
175 180 185 

gga act gtt aaa etc ctg ate tac tac aca tea ata tta cac tea gga 625 
Gly Thr Val Lys Leu Leu He Tyr Tyr Thr Ser He Leu His Ser Gly 
190 195 200 
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gtc cca tea aag ttc agt ggc agt ggg tct gga aca gat tat tct etc 673 
Val Pro Ser Lys Phe Ser Gly Ser Gly Ser Gly Thr Asp Tyr Ser Leu 
205 210 215 220 

ace att age aac ctg gag eaa gaa gat ttt gee act tac ttt tgc caa 721 
Thr He Ser Asn Leu Glu Gin Glu Asp Phe Ala Thr Tyr Phe Cys Gin 
225 230 235 

cag ggt aat acg ctt ccg tgg acg ttc ggt gga ggc acc aag ctg gaa 769 
Gin Gly Asn Thr Leu Pro Trp Thr Phe Gly Gly Gly Thr Lys Leu Glu 
240 245 250 

ate aaa gac tac aag gat gac gac gat aag tga taa gcggccgcaa t 816 
He Lys Asp Tyr Lys Asp Asp Asp Asp Lys 
255 260 



<210> 5 

<211> 116 

<212> PRT 

<213> Artificial 

<220> 

<223> an artificially synthesized peptide sequence 
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<400> 5 

Gin Val Gin Leu Gin Glu Ser Gly Ala Glu Leu Ser Lys Pro Gly Ala 
15 10 15 

Ser Val Lys Met Ser Cys Lys Ala Ser Gly Tyr Thr Phe Thr Ser Tyr 
20 25 30 

Trp Leu His Trp He Lys Gin Arg Pro Gly Gin Gly Leu Glu Trp He 
35 40 45 

Gly Tyr He Asn Pro Arg Asn Asp Tyr Thr Glu Tyr Asn Gin Asn Phe 
50 55 60 

Lys Asp Lys Ala Thr Leu Thr Ala Asp Lys Ser Ser Ser Thr Ala Tyr 
65 70 75 80 

Met Gin Leu Ser Ser Leu Thr Ser Glu Asp Ser Ala Val Tyr Tyr Cys 
85 90 95 

Ala Arg Arg Asp He Thr Thr Phe Tyr Trp Gly Gin Gly Thr Thr Leu 
100 105 110 

Thr Val Ser Ser 
115 
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<210> 6 
<211> 348 
<212> DNA 
<213> Artificial 

<220> 

<223> an artificially synthesized DNA sequence 
<220> 

<221> CDS 

<222> (1). . (348) 

<223> 

<400> 6 

cag gtc cag ctg cag gag tea ggg get gaa ctg tea aaa cct ggg gec 48 
Gin Val Gin Leu Gin Glu Ser Gly Ala Glu Leu Ser Lys Pro Gly Ala 
15 10 15 

tea gtg aag atg tec tgc aag get tct ggc tac ace ttt act age tac 96 
Ser Val Lys Met Ser Cys Lys Ala Ser Gly Tyr Thr Phe Thr Ser Tyr 
20 25 30 

tgg ctg cac tgg ata aaa cag agg cct gga cag ggt ctg gaa tgg att 144 
Trp Leu His Trp He Lys Gin Arg Pro Gly Gin Gly Leu Glu Trp He 
35 40 45 
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gga tac att aat cct agg aat gat tat act gag tac aat cag aac ttc 192 
Gly Tyr He Asn Pro Arg Asn Asp Tyr Thr Glu Tyr Asn Gin Asn Phe 
50 55 60 

aag gac aag gcc aca ttg act gca gac aaa tec tec age aca gec tac 240 
Lys Asp Lys Ala Thr Leu Thr Ala Asp Lys Ser Ser Ser Thr Ala Tyr 
65 70 75 80 

atg caa ctg age age ctg aca tct gag gac tct gca gtc tat tac tgt 288 
Met Gin Leu Ser Ser Leu Thr Ser Glu Asp Ser Ala Val Tyr Tyr Cys 
85 90 95 

gca aga agg gat att act acg ttc tac tgg ggc caa ggc acc act etc 336 
Ala Arg Arg Asp He Thr Thr Phe Tyr Trp Gly Gin Gly Thr Thr Leu 
100 105 110 

aca gtc tec teg 348 
Thr Val Ser Ser 
115 



<210> 7 

<211> 112 

<212> PRT 

<213> Artificial 
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<220> 

<223> an artificially synthesized peptide sequence 
<400> 7 

Asp He Gin Leu Thr Gin Ser Pro Ser Ser Leu Ala Val Ser Ala Gly 
15 10 15 

Glu Asn Val Thr Met Ser Cys Lys Ser Ser Gin Ser Val Leu Tyr Ser 
20 25 30 

Ala Asn His Lys Asn Tyr Leu Ala Trp Tyr Gin Gin Lys Pro Gly Gin 
35 40 45 

Ser Pro Lys Leu Leu He Tyr Trp Ala Ser Thr Arg Glu Ser Gly Val 
50 55 60 

Pro Asp Arg Phe Thr Gly Ser Gly Ser Gly Thr Asp Phe Thr Leu Thr 
65 70 75 80 

He Ser Arg Val Gin Val Glu Asp Leu Ala He Tyr Tyr Cys His Gin 
85 90 95 



Tyr Leu Ser Ser Trp Thr Phe Gly Gly Gly Thr Lys Leu Glu He Lys 
100 105 110 
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<210> 8 
<211> 336 
<212> DNA 
<213> Artificial 

<220> 

<223> an artificially synthesized DNA sequence 
<220> 

<221> CDS 

<222> (1). . (336) 

<223> 

<400> 8 

gac att cag ctg acc cag tct cca tea tct ctg get gtg tct gca gga 48 
Asp He Gin Leu Thr Gin Ser Pro Ser Ser Leu Ala Val Ser Ala Gly 
15 10 15 

gaa aac gtc act atg age tgt aag tec agt caa agt gtt tta tac agt 96 
Glu Asn Val Thr Met Ser Cys Lys Ser Ser Gin Ser Val Leu Tyr Ser 
20 25 30 

gca aat cac aag aac tac ttg gcc tgg tac cag cag aaa cca ggg cag 144 
Ala Asn His Lys Asn Tyr Leu Ala Trp Tyr Gin Gin Lys Pro Gly Gin 
35 40 45 
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tct cct aaa ctg ctg ate tac tgg gca tec act agg gaa tct ggt gtc 192 
Ser Pro Lys Leu Leu He Tyr Trp Ala Ser Thr Arg Glu Ser Gly Val 
50 55 60 

cct gat cgc ttc aca ggc age gga tct ggg aca gat ttt act ctt acc 240 
Pro Asp Arg Phe Thr Gly Ser Gly Ser Gly Thr Asp Phe Thr Leu Thr 
65 70 75 80 

ate age aga gta caa gtt gaa gac ctg gca att tat tat tgt cac caa 288 
He Ser Arg Val Gin Val Glu Asp Leu Ala He Tyr Tyr Cys His Gin 
85 90 95 

tac etc tec teg tgg acg ttc ggt gga ggg acc aag ctg gag ate aaa 336 
Tyr Leu Ser Ser Trp Thr Phe Gly Gly Gly Thr Lys Leu Glu He Lys 
100 105 110 



<210> 9 

<211> 123 

<212> PRT 

<213> Artificial 

<220> 

<223> an artificially synthesized peptide sequence 

<400> 9 
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Glu Val Gin Leu Val Glu Ser Gly Gly Gly Leu Val Lys Pro Gly Gly 
15 10 15 

Ser Leu Lys Leu Ser Cys Ala Ala Ser Gly Phe Ala Phe Ser He Tyr 
20 25 30 

Asp Met Ser Trp Val Arg Gin Thr Pro Glu Lys Arg Leu Glu Trp Val 
35 40 45 

Ala Tyr He Ser Ser Gly Gly Gly Thr Thr Tyr Tyr Pro Asp Thr Val 
50 55 60 

Lys Gly Arg Phe Thr He Ser Arg Asp Asn Ala Lys Asn Thr Leu Tyr 
65 70 75 80 

Leu Gin Met Ser Ser Leu Lys Ser Glu Asp Thr Ala Met Tyr Tyr Cys 
85 90 95 

Ala Arg His Ser Gly Tyr Gly Ser Ser Tyr Gly Val Leu Phe Ala Tyr 
100 105 110 

Trp Gly Gin Gly Thr Leu Val Thr Val Ser Ala 
115 120 



<210> 10 
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<211> 369 
<212> DNA 
<213> Artificial 

<220> 

<223> an artificially synthesized DNA sequence 
<220> 

<221> CDS 

<222> (1). . (369) 

<223> 

<400> 10 

gaa gtg cag ctg gtg gag tct ggg gga ggc tta gtg aag cct gga ggg 48 

Glu Val Gin Leu Val Glu Ser Gly Gly Gly Leu Val Lys Pro Gly Gly 
15 10 15 

tec ctg aaa etc tec tgt gca gec tct gga ttc get ttc agt ate tat 96 
Ser Leu Lys Leu Ser Cys Ala Ala Ser Gly Phe Ala Phe Ser He Tyr 
20 25 30 

gac atg tct tgg gtt cgc cag act ccg gag aag agg ctg gag tgg gtc 144 
Asp Met Ser Trp Val Arg Gin Thr Pro Glu Lys Arg Leu Glu Trp Val 
35 40 45 

gca tac att agt agt ggt ggt ggt acc acc tac tat cca gac act gtg 192 
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Ala Tyr He Ser Ser Gly Gly Gly Thr Thr Tyr Tyr Pro Asp Thr Val 

50 55 60 

aag ggc cga ttc acc ate tec aga gac aat gee aag aac ace ctg tac 240 
Lys Gly Arg Phe Thr He Ser Arg Asp Asn Ala Lys Asn Thr Leu Tyr 
65 70 75 80 

ctg caa atg age agt ctg aag tct gag gac aca gee atg tat tac tgt 288 
Leu Gin Met Ser Ser Leu Lys Ser Glu Asp Thr Ala Met Tyr Tyr Cys 
85 90 95 

gca aga cat agt ggc tac ggt agt age tac ggg gtt ttg ttt get tac 336 
Ala Arg His Ser Gly Tyr Gly Ser Ser Tyr Gly Val Leu Phe Ala Tyr 
100 105 110 

tgg ggc caa ggg act ctg gtc act gtc tct gca 369 
Trp Gly Gin Gly Thr Leu Val Thr Val Ser Ala 
115 120 



<210> 11 

<211> 107 

<212> PRT 

<213> Artificial 



<220> 
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<223> an artificially synthesized peptide sequence 
<400> 11 

Asp He Gin Met Thr Gin Thr Thr Ser Ser Leu Ser Ala Ser Leu Gly 
15 10 15 

Asp Arg Val Thr He Ser Cys Arg Ala Ser Gin Asp He Ser Asn Tyr 
20 25 30 

Leu Asn Trp Tyr Gin Gin Lys Pro Asp Gly Thr Val Lys Leu Leu He 
35 40 45 

Tyr Tyr Thr Ser He Leu His Ser Gly Val Pro Ser Lys Phe Ser Gly 
50 55 60 

Ser Gly Ser Gly Thr Asp Tyr Ser Leu Thr He Ser Asn Leu Glu Gin 
65 70 75 80 

Glu Asp Phe Ala Thr Tyr Phe Cys Gin Gin Gly Asn Thr Leu Pro Trp 
85 90 95 

Thr Phe Gly Gly Gly Thr Lys Leu Glu He Lys 
100 105 



<210> 12 



WO 2004/087763 



PCT/JP2004/004696 



2 3/3 7 

<211> 321 
<212> DNA 
<213> Artificial 

<220> 

<223> an artificially synthesized DNA sequence 
<220> 

<221> CDS 
<222> (1). . (321) 
<223> 

<400> 12 

gat ate cag atg acc cag act aca tec tec ctg tct gec tct ctg gga 48 

Asp He Gin Met Thr Gin Thr Thr Ser Ser Leu Ser Ala Ser Leu Gly 
15 10 15 

gac aga gtc acc att agt tgc agg gca agt cag gac att age aat tat 96 
Asp Arg Val Thr He Ser Cys Arg Ala Ser Gin Asp He Ser Asn Tyr 
20 25 30 

tta aac tgg tat cag cag aaa cca gat gga act gtt aaa etc ctg ate 144 
Leu Asn Trp Tyr Gin Gin Lys Pro Asp Gly Thr Val Lys Leu Leu He 
35 40 45 



tac tac aca tea ata tta cac tea gga gtc cca tea aag ttc agt ggc 192 
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Tyr Tyr Thr Ser He Leu His Ser Gly Val Pro Ser Lys Phe Ser Gly 
50 55 60 



agt ggg tct gga aca gat tat tct etc acc att age aac ctg gag caa 240 
Ser Gly Ser Gly Thr Asp Tyr Ser Leu Thr He Ser Asn Leu Glu Gin 
65 70 75 80 



gaa gat ttt gec act tac ttt tgc caa cag ggt aat acg ctt ccg tgg 288 
Glu Asp Phe Ala Thr Tyr Phe Cys Gin Gin Gly Asn Thr Leu Pro Trp 
85 90 95 



acg ttc ggt gga ggc acc aag ctg gaa ate aaa 321 
Thr Phe Gly Gly Gly Thr Lys Leu Glu He Lys 
100 105 



<210> 13 

<211> 88 

<212> DNA 

<213> Artificial 



<220> 

<223> an artificially synthesized DNA sequence 



<400> 13 

cctgaattcc accatggaaa ggcactggat ctttctcttc ctgttttcag taactgeagg 60 
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2 5/3 7 



tgtccactcc caggtccagc tgcaggag 88 



<210> 14 

<211> 90 

<212> DNA 

<213> Artificial 

<220> 

<223> an artificially synthesized DNA sequence 
<400> 14 

gatgtcctgc aaggcttctg gctacacctt tactagctac tggctgcact ggataaaaca 60 
gaggcctgga cagggtctgg aatggattgg 90 



<210> 15 

<211> 87 

<212> DNA 

<213> Artificial 



<220> 

<223> an artificially synthesized DNA sequence 
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<400> 15 

cttcaaggac aaggccacat tgactgcaga caaatcctcc agcacagcct acatgcaact 60 
gagcagcctg acatctgagg actctgc 87 



<210> 16 

<211> 88 

<212> DNA 

<213> Artificial 

<220> 

<223> an artificially synthesized DNA sequence 
<400> 16 

ggcaccactc tcacagtctc ctcgggtgga ggcggtagcg acattcagct gacccagtct 60 
ccatcatctc tggctgtgtc tgcaggag 88 



<210> 17 

<211> 91 

<212> DNA 

<213> Artificial 



<220> 
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<223> an artificially synthesized DNA sequence 
<400> 17 

cagtgcaaat cacaagaact acttggcctg gtaccagcag aaaccagggc agtctcctaa 60 
actgctgatc tactgggcat ccactaggga a 91 

<210> 18 

<211> 105 

<212> DNA 

<213> Artificial 

<220> 

<223> an artificially synthesized DNA sequence 
<400> 18 

ggcagcggat ctgggacaga ttttactctt accatcagca gagtacaagt tgaagacctg 60 
gcaatttatt attgtcacca atacctctcc tcgtggacgt tcggt 105 

<210> 19 

<211> 91 

<212> DNA 

<213> Artificial 



WO 2004/087763 



PCT/JP2004/004696 



2 8/3 7 

<220> 

<223> an artificially synthesized DNA sequence 
<400> 19 

ggtgtagcca gaagccttgc aggacatctt cactgaggcc ccaggttttg acagttcagc 60 
ccctgactcc tgcagctgga cctgggagtg g 91 

<210> 20 

<211> 96 

<212> DNA 

<213> Artificial 

<220> 

<223> an artificially synthesized DNA sequence 
<400> 20 

tgcagtcaat gtggccttgt ccttgaagtt ctgattgtac tcagtataat cattcctagg 60 
attaatgtat ccaatccatt ccagaccctg tccagg 96 



<210> 21 
<211> 105 
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<212> DNA 

<213> Artificial 

<220> 

<223> an artificially synthesized DNA sequence 

<400> 21 

acccgaggag actgtgagag tggtgccttg gccccagtag aacgtagtaa tatcccttct 60 
tgcacagtaa tagactgcag agtcctcaga tgtcaggctg ctcag 105 

<210> 22 

<211> 102 

<212> DNA 

<213> Artificial 

<220> 

<223> an artificially synthesized DNA sequence 



<400> 



22 



ccaggccaag tagttcttgt gatttgcact gtataaaaca ctttgactgg acttacagct 



60 



catagtgacg ttttctcctg cagacacagc cagagatgat gg 



102 
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<210> 23 

<211> 84 

<212> DNA 

<213> Artificial 

<220> 

<223> an artificially synthesized DNA sequence 

<400> 23 

aagagtaaaa tctgtcccag atccgctgcc tgtgaagcga tcagggacac cagattccct 60 
agtggatgcc cagtagatca gcag 84 

<210> 24 

<211> 93 

<212> DNA 

<213> Artificial 

<220> 

<223> an artificially synthesized DNA sequence 



<400> 24 



attgcggccg cttatcactt atcgtcgtca tccttgtagt ctttgatctc cagcttggtc 



60 



cctccaccga acgtccacga ggagaggtat tgg 



93 
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<210> . 25 
<211> 92 
<212> DNA 
<213> Artificial 

<220> 

<223> an artificially synthesized DNA sequence 
<400> 25 

cctgaattcc accatgaact ttgggctcag attgattttc cttgtcctta ctttaaaagg 60 
tgtgaagtgt gaagtgcagc tggtggagtc tg 92 

<210> 26 

<211> 89 

<212> DNA 

<213> Artificial 

<220> 

<223> an artificially synthesized DNA sequence 
<400> 26 

gtgcagcctc tggattcgct ttcagtatct atgacatgtc ttgggttcgc cagactccgg 60 
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agaagaggct ggagtgggtc gcatacatt 89 



<210> 27 

<211> 86 

<212> DNA 

<213> Artificial 

<220> 

<223> an artificially synthesized DNA sequence 
<400> 27 

gggccgattc accatctcca gagacaatgc caagaacacc ctgtacctgc aaatgagcag 60 
tctgaagtct gaggacacag ccatgt 86 



<210> 28 

<211> 98 

<212> DNA 

<213> Artificial 

<220> 

<223> an artificially synthesized DNA sequence 
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<400> 28 

cggggttttg tttgcttact ggggccaagg gaetctggtc actgtctctg caggtggagg 60 
cggtagcgat atccagatga cccagactac atcctccc 98 



<210> 29 

<211> 114 

<212> DNA 

<213> Artificial 

<220> 

<223> an artificially synthesized DNA sequence 
<400> 29 

ttgcagggca agtcaggaca ttagcaatta tttaaactgg tatcagcaga aaccagatgg 60 
aactgttaaa ctcctgatct actacacatc aatattacac tcaggagtcc catc 114 



<210> 30 

<211> 87 

<212> DNA 

<213> Artificial 



<220> 
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<223> an artificially synthesized DNA sequence 
<400> 30 

ctctcaccat tagcaacctg gagcaagaag attttgccac ttacttttgc caacagggta 60 
atacgcttcc gtggacgttc ggtggag 87 



<210> 31 

<211> 91 

<212> DNA 

<213> Artificial 

<220> 

<223> an artificially synthesized DNA sequence 
<400> 31 

ctgaaagcga atccagaggc tgcacaggag agtttcaggg accctccagg cttcactaag 60 
cctcccccag actccaccag ctgcacttca c 91 



<210> 32 

<211> 91 

<212> DNA 

<213> Artificial 
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<220> 

<223> an artificially synthesized DNA sequence 
<400> 32 

gtctctggag atggtgaatc ggcccttcac agtgtctgga tagtaggtgg taccaccacc 60 
actactaatg tatgcgaccc actccagcct c 91 

<210> 33 

<211> 90 

<212> DNA 

<213> Artificial 

<220> 

<223> an artificially synthesized DNA sequence 
<400> 33 

ggccccagta agcaaacaaa accccgtagc tactaccgta gccactatgt cttgcacagt 60 
aatacatggc tgtgtcctca gacttcagac 90 

<210> 34 
<211> 90 
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<212> DNA 

<213> Artificial 

<220> 

<223> an artificially synthesized DNA sequence 
<400> 34 

taattgctaa tgtcctgact tgccctgcaa ctaatggtga ctctgtctcc cagagaggca 60 
gacagggagg atgtagtctg ggtcatctgg 90 

<210> 35 

<211> 93 

<212> DNA 

<213> Artificial 

<220> 

<223> an artificially synthesized DNA sequence 
<400> 35 

tcttgctcca ggttgctaat ggtgagagaa taatctgttc cagacccact gccactgaac 60 



tttgatggga ctcctgagtg taatattgat gtg 



93 
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37/37 

<210> 36 
<211> 85 
<212> DNA 
<213> Artificial 

<220> 

<223> an artificially synthesized DNA sequence 
<400> 36 

attgcggccg cttatcactt atcgtcgtca tccttgtagt ctttgatttc cagcttggtg 60 



cctccaccga acgtccacgg aagcg 



85 
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It is recognized that degraded antibodies recognizing CD22 , i.e., the 
matter common to claims 1 to 13, have been publicly known (see, if 
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to form a single general inventive concept. 

Thus, the inventions as set forth in claims 1 to 13 are classified into 
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amino acid sequence represented by SEQ ID NO : 1 , (2) a degraded antibody 
having the amino acid sequence represented by SEQ ID NO: 3, (continued 
to extra sheet) 

As all required additional search fees were timely paid by the applicant, this international search report covers all 
searchable 

claims. 

2. C3 

As all searchable claims could be searched without effort justifying an additional fee, this Authority did not invite payment of 
any additional fee. 

3. E3 

As only some of the required additional search fees were timely paid by the applicant, this international search report 

covers 

only those claims for which fees were paid, specifically claims Nos.: 



4* 1 x 1 No required additional search fees were timely paid by the applicant. Consequently, this international search report is 
restricted to the invention first mentioned in the claims; it is covered by claims Nos.: 
The parts relating to SEQ ID NO : 1 in claims 1 to 13 



Remark on Protest d] ^he additional search fees were accompanied by the applicant's protest. 

□ No protest accompanied the payment of additional search fees. 



Form PCT/ISA/210 (continuation of First sheet (2)) (January 2004) 



INTERNATIONAL SEARCH REPORT 



International application No. 

PCT/JP20 04/0 046 96 



Continuation of Box No. Ill of continuation of first sheet (2) 



(3) a degraded antibody having CDR of SEQ ID NO: 5 and the amino acid 
sequence represented by SEQ ID NO : 7 , and (4) a degraded antibody 
having CDR of SEQ ID NO : 9 and the amino acid sequence represented by 
SEQ ID NO: 11. 
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